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Cosmetic and pharmaceutical compositions comprising ACE Inhibitors and/or 
angiotensin II receptor antagonists 

All patent and non-patent references cited In the present application, are atso 
5 hereby incorporated by reference in their entirety. 

Field of invention 

The present Invention relates to cosmetic compositions comprising at least one ACE 
1 0 inhibitor and/or angiotensin II receptor antagonist, or a cosmeceutically acceptable 
salt thereof. The present invention also provides cosmetic methods for Improving 
and/or maintaining the skin tone of an individual, said method comprising contacting 
the skin of said individual with the composition described herein. The present 
invention also relates to use of an ACE Inhibitor and/or angiotensin II receptor 
1 5 antagonist for the preparation of a medicament for the treatment of skin ageing or 
wrinkling. Furthermore, the present invention relates to use of an ACE inhibitor 
and/or angiotensin II receptor antagonist for the preparation of a oosmetic 
composition. 

20 Background of Invention 

Skin and ageing 

The skin dermis makes up 90% of the thickness of the skin and consists of a three- 
dimensional extracellular matrix (ECM) of loose connective tissue composed of 

25 highly stable fibers of collagen and elastln. Collagen Is the major constituent of skin 
and constitutes more than 70% of the mass of the skin In terms of its dry weight 
Collagens are synthesized by fibroblasts, and comprise a large family of glycopro- 
teins which are located In the extracellular matrix. 20 different types of collagens 
(types l-XX) have been defined so far, and fibrillar collagens type I and II predomi- 

30 nate in the skin (Epstein and Mundertoh, J. Biol. Chem. 253:1 336, 1 978; Fukar et 
al. , Acta Derm. Venereol. 68:1 96, 1 988; Clore et al. , Biochtra Biophys. Acta 
586:384, 1979; Chan and Cole, Anal. Biochem. 139:322, 1984). In young skin, col- 
lagen molecules stay soluble and slide over one another, giving skin Its softness, 
strength, resiliency and preventing skin tearing - a problem in aged individuals with 

35 reduced collagen content 



m 

30/01 '04 13:05 FAX +45 33320384 H0IBERG A/S PATENT-OG VAREMfi ©004 Q$ 



P826DK00 

2 

Skin ageing processes act synergistically to alter the structure, organization, and 
composition of elastin and collagen. These changes manifest themselves externally 
by signs of ageing, such as lines, wrinkles, loss of elasticity, sagging, skin dryness 

5 and uneveiiness, blotches, age spots, pigmented spots, and benign and malignant 
neoplasms. A substantial amount of evidence indicates that these skin changes are 
caused by changes to the synthesis and degradation of skin collagen. As skin ages, 
fibroblasts lose their ability to react to growth factors for the proliferation and synthe- 
sis of collagen, and the dermis and the epidermis become thin (West, Arch. Derma- 

10 tol. 130:87, 1994). Examination by scanning electron microscopy reveals a decrease 
in the number of collagen fibre bundles m normal human skin with age (Loveli et al., 
Br. J. Dermatol. 1 17:419. 1987). It has been found that collagen synthesis de- 
creases in a statistically significant linear manner with age (Dumas et al., C. R. 
Acad. Scl. 319:1127, 1996: Phillips et al., J. Invest. Dermatol. 103, 228, 1994; Ultto 

1 5 and Bernstein, J. Investig Dermatol. Symp. Proc. 3:41 , 1 998). 

Ageing of skin is accelerated during the menopause, when there are alterations In 
the derma elastic tissue, a decrease in the rate of collagen formation rate and in the 
derma thickness. This leads, in the menopausal woman, to the skin and/or the mu- 
20 cous membranes becoming thinner. The woman then has the feeling of a "dry skin" 
or drawn skin with reduced suppleness and an increase of fine wrinkles and small 
surface wrinkles can also be noticed. 

Ageing and prematurely aged skin are not characterised merely by a reduced colla- 
25 gen content In the skin, but also contain foci consisting of collagen deposits. 

* * 

Prematura ageing 

Although ageing is thought to be a genetically programmed phenomenon, environ- 
mental factors, such as ultraviolet (UV) radiation from sunlight, chemicals, cigarette 
30 smoking, high suger diets, diseases (which also may have a genetic cause), medical 
treatments and air pollution, may also cause premature skin ageing. Damage to skin 
collagen and elastin Is the hallmark of long-term exposure to UV radiation ("photo- 
ageing"). Collagen synthesis Ss reduced m photoaged skin by approximately 45% 
compared to protected skin (Kllgman et al., PhotodermatoL PhotolmmunoL Pho- 
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tomed. t6:224, 2000). UV Irradiation accelerates the disappearance of collagen 
contents in the photoaged skin (Fisher et at. J. Invest Dermatol. 1 17:219, 2001). 

Photoaging can be characterized histologically by diminution of collagen, ultrastruc- 
5 tural alterations of collagen fibrils, and accumulation of elastotic material In the pap- 
illary dermis. Clinically, photoageing Is characterized by coarseness, wrinkling, mot- 
tled pigmentation, laxity, telangiectasia, lentigenes, and benign as well as malignant 
neoplasms. UV irradiation acts In an additive manner with tobacco smoke to further 
speed premature aging of human skin. 

10 

Decreased collagen fibre renewal and/or other signs of skin ageing are also associ- 
ated with medical syndromes, for example syndrome X. diabetes, Hutchinson- 
Gilford progeria, Werners syndrome, Wndler syndrome, cortieold hormone hyperse- 
cretion or vitamin deficiencies, in particular vitamin C deficiency. Medical treatments 
15 may also decrease collagen fibre renewal, for example radiation therapy, glucocorti- 
coid administration or administration or vitamin D or derivatives thereof. 

The renln-analotensm-aldo sterone system 

The renin-angiotensin-aldosterone system plays an integral role In the pathophysic- 
20 logy of hypertension by affecting the regulation of fluid volume, electrolyte balance 
and Wood volume. Renin catalyzes the conversion of anglotensinogen into an Inac- 
tive substance, angiotensin L Angiotensln-convertlng enzyme (ACE) then converts 
angiotensin I to the physiologically active angiotensin II, which binds the AT1 and/or 
AT2 angiotensin receptor and causes potent vasoconstriction, aldosterone secretion 
25 and sympathetic activation (Berstetn KE, Berk BC. "The biology of angiotensin II 
receptois" Am J Kid Dis 1993). Current known angiotensin II receptor antagonists 
include losartan (Cozaar), valsartan (Diovan), Irbesartan (Avapro), candesartan 
(Atacand), telmlsartan (Mlcardls), eprosartan, tasosartan, zolarsartan, Isradipin, 
Candesartancilexetil and olmesartan medoxomO. 

30 

ACE inhibitors include Alaceprll, Delapril, Cilazaprll, Benazepril, Captoprfl, Enlapril, 
Fosinopril, Usinopril, Moexipril, Perindopril. Ramlpril, Quinapril, Trandolapril, Iml- 
dapril, Isradipin, perindopril, splrapril, temocaprll and Zofenapril. Other suitable ACE 
inhibitors for use in the present invention are disclosed in Oshlma et al. "Peptide 
35 Inhibitors of angiotensin l-converting enzyme in digests of gelatin by bacterial colla- 
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genase" (Blochem Biophys Acta 1979; 566: 128-137), and in Nakamura et al., "Puri- 
fication and characterization of angiotensin inverting enzyme Inhibitors from a 
sour milk" (J Dairy Sci 1995; 78: 777-783) and Maiuyama.S et al., "A peptide inhibi- 
tor of angiotensin I converting enzyme In the tryptic hydrolysate of casein", Ag- 
5 ric.Biol.Chem. 46 (5), 1393-1394 (1982). 

ACE inhibitors are used for treatment of hypertension, heart failure and nephropa- 
thy. Evidence suggests that angiotensin receptor antagonists may be Just as effec- 
tive as an angiotensin converting enzyme (ACE) inhibitor in treating patients who are 
1 0 at high risk of cardiovascular events after myocardial infarction (BMJ. 2003 Nov 
1 5;327(7424):1 1 23). ACE inhibitors may also slow the progress of diabetic kidney 
disease in middle-aged persons with type 2 diabetes (Annals of Internal Medicine 
1999;131:660-667, 707-708.) ACE inhibitors suitable for use in the present inven- 
tion are also any of those disclosed in Patent Application with pubBcation number 

* 

1 5 WO 00/56345, incorporated herein by reference. 

Effect of the renln-ano totensin system on collagen 

Angiotensin II stimulates collagen type I formation by activation of the collagen I 
gene CTharaux PL, et al. ( "Angiotensin II activates collagen I gene through a 

20 mechanism Involving the MAP/ER kinase pathway, Hypertension 2000, 36(3):330- 
336). Collagen type I gene expression Increases after vascular Injury, however using 
ACE Inhibitors or angiotensin II antagonists decreases levels of gene expression 
significantly. (Patten RD et al, "Effects of angiotensin II receptor blockade versus 
angiotensin-converting-enzyme inhibition on ventricular remodelling following myo- 

25 cardial infarction in the mouse", Clin Scl (Lond). 2003 Feb;104(2):1 09-1 8). Activation 
of the renin-angiotensin-aldosterone system In the myocardial collagen network can 
lead to progressive collagen accumulation (Brilla CG et aL, "Renin-angiotensin sys- 
tem and myocardial collagen matrix remodelling In hypertensive heart disease: in 
vivo and in vitro studies on collagen matrix regulation', Clin Investig 1993; 71(5 

30 Suppl):S3541) 

Current anti-ageing tr eatments 

A large number of different compositions and methods are currently used to 
ameliorate skin ageing. Both stimulation of procollagen production and reduction of 
35 collagen breakdown are seen as key to success In maintaining the Integrity of skin 
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(see e.g. US patent application 20010053347). Various cosmetic and/or 
dermatological compositions containing active agents are available for this, and 
collagen may also be subcutaneously injected. More invasive treaments include 
surgical "face-lifts", botox injections and chemical skin peels. 

5 

Summary of Invention 

9 

The skin provides protective functions of importance to our survival. Tliese functions 
can be detrimentally affected by the changes in the skin structure due to ageing. It is 
1 0 thus desirable to provide medicaments for treatment of skin ageing and/or wrinkling. 
Furthermore, it is desirable for cosmetic reasons to have youthful-looking skin 

The present invention provides cosmetic compositions comprising at least one ACE 
inhibitor and/or angiotensin II receptor antagonist, or a cosmeceufically acceptable 
1 5 salt thereof, as well as cosmetic methods for improving and/or maintaining the sWn 
tone of an individual. The present invention also relates to use of an ACE inhibitor 
and/or angiotensin II receptor antagonist for the preparation of a medicament for the 
treatment of skin ageing and/or wrinkling, and to use of an ACE inhibitor and/or an- 
giotensin II receptor antagonist for the preparation of a cosmetic composition. 

20 

It is surprising and unexpected that said inhibitors and antagonists are effective in 
the compositions and methods disclosed herein, as ACE and angiotensin II are 
known to be involved in triggering collagen synthesis, whereas teachings within the 
prior art suggest that ageing skin is associated with a reduction In collagen. 

25 

Without being bound by theory, it is hypothesised that the use of an ACE inhibitor or 
angiotensin inhibitor acts to reduce the uneven collagen deposits in ageing and 
prematurely aged skin, thus evening out the skin texture. Surprisingly, the com- 
pounds of the present invention do not lead to damaging levels of skin collagen re- 
30 duction, but instead improve and/or maintain the skin tone of an Individual. 

Detailed description of the Invention 

Cosmetic composition 

In one aspect of the present invention disclosed herein, a cosmetic composition is 
35 provided, comprising at least one ACE inhibitor and/or angiotensin ll receptor an- 
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tagonist, or a cosmeceutlcally acceptable salt thereof. By "ACE inhibitor is meant 
any substance capable of Inhibiting, fully or partially, the biological functions of ACE. 
By angiotensin II receptor antagonist Is meant any substance capable of antagonis- 
ing, fully or partially, the biological functions of an angiotensin receptor. Preferably, 

5 said ACE inhibitor and/or angiotensin II receptor antagonist Is selected from Alace- 
prll, Delapm Benazepril. Cilazapril .Captopril, Enlapril, Fosinoprll, Usinopril, Moexi- 
pril, Perindoprtl. Ramipril, Quinapril, Trandolapril, Imldapril, Isradipin, perindopril, 
splraprtl, temocapril, Enalapril, losartan (Cozaar), valsartan (Diovan), Irbesartan 
(Avapro). candesartan (Atacand), telmisartan (Micardls), eprosartan. tasosartan, 

10 zolarsartan, Zofenapril, Isradipin and Candesartancilexetil, or a cosmeceutically- 
acceptable salt thereof. More preferably, said ACE inhibitor and/or angiotensin II 
receptor antagonist is selected from Alacepril. Delaprtl . Cilazapril .Benazepril, Cap- 
topril, Enlapril. Fosinoprll, Usinopril, MoexJpril, Perindopril, Ramipril, Quinapril, 
Trandolapril, Imidapril, Isradipin, perindopril, splrapril, temocapril, Enalapril, Zofena- 

15 pril, or a cosmeceutically-acceptable salt thereof. Equally preferably, said ACE in- 
hibitor or angiotensin II receptor antagonist is selected from losartan (Cozaar). val- 
sartan (Diovan), irbesartan (Avapro), candesartan (Atacand), telmisartan (Micardis), 
eprosartan, tasosartan, zolarsartan, Isradipin, CandesartancBexetil and/or olmesar- 
tan medoxomil. or a cosmeceutically-acceptable salt thereof. In the most preferred 

20 embodiment, said ACE inhibitor is ramipril. or a cosmeceutically-acceptable salt 
thereof, in one embodiment of the present invention, said composition comprises 
more than one ACE inhibitor or angiotensin II receptor antagonist, or a oosmeceutl- 
cal salt thereof. 

25 Preferably, said ACE Inhibitor or angiotensin II receptor antagonist is present In an 
concentration between about 0.01 mg/kg-100 mg/kg, such as 0.1 mg/kg-90 mg/kg. 
such as 0.5 mg/kg-75 mg/kg, such as 1 mg/kg-60 mg/kg, such as 2 mg/kg-45mg/kg, 
such as 5 mg/kg-30 mg/kg, such as 10 mg/kg-15 mg/kg, such as 10 mg/kg-12 
mg/kg. In another preferred embodiment, said ACE inhibitor or angiotensin II re- 

30 ceptor antagonist Is present in an amount between about 0.1 mg/kg-10 mg/kg. 

In one preferred embodiment of the present Invention, the cosmetic compositions 
according to the invention can take the form of any suitable cosmetic product Pref- 
erably, the compositions take the form of a care, treatment, cleaning or protection 
35 product for the face or the body skin, including the scalp, such as a day and/or night 
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and/or hydratlng care composition for the fece or the body; an antl-wrlnkle or antl- 
agelng composition for the face; a composition for irritated skins; a make-up remov- 
ing composition; a body milk, a sun protective, artificial sun tanning (self-tanning) or 
after-sun care composition; a sun protective cream or gel; a face skin, body or lip 
5 makeup product, such as a foundation cream, a tinted cream, a cheek or eye-tid 
makeup product, a free or compact powder, an anti eye-ring stick, a concealing 
stick, a lipstick or a lip care product More preferably, said cosmetic composition 
exhibits the form of an anti-ageing composition. 

10 The composition may also be applied to any part of the human body where sWn im- 
provement benefits are desired. More preferably, compositions of the present inven- 
tion are used on areas exposed to the sun, such as the hands, scalp, face, Hps 
arms, legs. In the most preferred embodiment of the present invention, the composi- 
tions are applied to the facial area. 

15 

Cosmetic method 

In another aspect of the present invention, a cosmetic method is provided for im- 
proving and/or maintaining the skin tone of an individual, said method comprising 
contacting the skin of said individual with the cosmetic composition described 

20 herein. Preferably, said method for Improvement and/or maintenance of skin tone 
comprises prevention or reduction of skin ageing and/or wrinkling- By "skin tone" 
herein Is meant any aspect of the skin, such as the texture, suppleness, moisture 
levels, radiance, smoothness and surface appearance, such as the presence of 
wrinkles and/or fine lines. By "maintaining the skin tone" is meant any process In 

25 which any cosmetically undesirable changes in the skin tone are lessened or even 
prevented. 

The compositions of the invention can be applied to the skin on an as-needed basis, 
for example, they can be applied to the skin in the morning and/or in the evening, for 
instance every evening, and/or during the day. It is preferred that topical application 
30 be once a month to about 7 or 8 times dally, preferably from about 7 times a week to 
about 4 times a day, most preferably about once or twice a day. In another preferred 
embodiment, for an intensive treatment programme the compositons of the invention 
can be applied on a frequent baste throughout the day and/or night, such as 8 times ^ 
daily. 
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To maintain the beneficial effects of the composition on the skin, ft is prefered that 
the cosmetic method comprises repeatedly performing said contacting over an ex- 
tended period of time, preferably over the lifetime of the user, equally preferably 
over a period from 4 weeks to twenty years, more preferably from about 6 months to 
S about five years, resulting in the Improvement and/or maintenance of an Individual's 
skin tone. 1n another preferred embodiment of the present Invention, the contacting 
is conducted at least once daily. 

In one preferred embodiment of the present Invention, the individual Is a post- 
menopausal, female human being. In another, equally preferred embodiment, said 
10 individual is a pre-menopausal, female human being. In another, equally preferred 
embodiment, said individual is a male human being. 

In one preferred embodiment, the cosmetic methods disclosed herein may further 
comprise contacting the skin with one or more other compound, as described In the 
"combinations" section below. 

15 

Use of an ACE inhibitor or angiotensin II rece ptor antaoonlser for the preparation Pf 
a medicament for the treatm ent of skin ageing or wrinkling 
By "treatment" when discussing medical methods and practices herein, is meant one 
or more of prophylaxis, cure, lessening of pathological symptoms or other beneficial 

20 effect on an individual suffering from, or at risk of suffering from, a pathological con- 
dition, such as premature wrinkling. In one embodiment, the present Invention re- 
lates to use of an ACE Inhibitor and/or angiotensin II receptor antagonist for the 
preparation of a medicament for the treatment of skin ageing or wrinkling. Prefera- 
bly, said skin ageing or wrinkling is considered premature as compared to normal 

25 skin ageing and wrinkling. In one preferred embodiment of the present invention, 
said skin ageing or wrinkling is caused by, or associated with, diabetes mellitus. 
Equally preferably, said skin ageing or wrinkling Is caused by, or associated with, 
corticoid hormone hypersecretion. Equally preferably, said skin ageing or wrinkling 
Is caused by, or associated with, syndrome X, Hutchinson-Gilford progeria, Werners 

30 syndrome or Klndler syndrome. Equally preferably, 6aid skin ageing or wrinkling is 
caused by, or associated with, a vitamin deficiency, preferably vitamin C deficiency. 
Equally preferably, said skin ageing or wrinkling is caused by, or associated with, a 
medical treatment that adversely affects the skin collagen matrix, preferably admini- 
stration of glucocorticoids and derivatives thereof, or, equally preferably, adminlstra- 
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Hon of vitamin D or derivative thereof. Equally preferably, said skin ageing or wrin- 
kling Is caused by skin photo-ageing processes. Equally preferably, said skin ageing 
or wrinkling is caused by, or associated with, radiation therapy. 

Preferably, the medicament comprises an ACE Inhibitor or angiotensin II receptor 
antagonist or a pharmaceutically acceptable salt thereof. More preferably, said ACE 
inhibitor or angiotensin II receptor antagonist Is selected from Alacepiil, Delapril 
Benazepril, Cilazapril .Captoprll. Enlapril, Fosinoprll. Usinoprll. Moexlpril, Perindo- 
pril, Ramlprll, Quinapril, Trandoteprfl, Imidapril, Isradlpin, perindopril, splrapril, temo- 
capril, Enalapril. losartan (Cozaar), valsartan (Dlovan), Irbesartan (Avapro), cande- 
sartan (Atacand), telmisartan (Micardls), eprosartan, tasosartan, zolarsartan, 
Zofenapril, Isradlpin and CarKtesartancitexetll. More preferably, said ACE inhibitor or 
angiotensin II receptor antagonist is selected from Alacepiil, Delapril , Cilazapril. 
Benazepril, Captoprll, Enlapril, Foslnopril, Usinopril. Moexlpril, Perindopril, Ramlprll, 
Quinapril, Trandolapril, Imidapril, Isradipin. perindopril, splrapril. temocaprll, Enala- 
pril and/or Zofenapril, which are administered in effective amounts as is known In 
the art In an equally preferred embodiment, said ACE Inhibitor or angiotensin II re- 
ceptor antagonist Is selected from losartan (Cozaar), valsartan (Dlovan), Irbesartan 
(Avapro). candesartan (Atacand), telmisartan (Mlcardis), eprosartan, tasosartan, 
zolarsartan, Isradipin, Candesartanalexetn and/or olmesartan medoxomii. Most 
preferably, the ACE inhibitor or angiotensin II receptor is Ramlprll. 

It is preferred that said the medicament is administered in a concentration equivalent 
of from 0.01 mg/kg body weight to 100 mg/kg body weight, such as 0.1 mg/kg body 
25 weight to 90 mg/kg body weight, such as 0.5 mg/kg body weight to 75 mg/kg body 
weight such as 1 mg/kg body weight to 60 mg/kg body weight, such as 2 mg/kg- 
45mg/kg body weight, such as 5 mg/kg body weight to 30 mg/kg body weight, such 
as 1 0 mg/kg body weight to 15 mg/kg body weight, such as 1 0 mg/kg body weight to 
12 mg/kg body weight In another preferred embodiment, said ACE inhibitor or an- 
30 glotenstn II receptor antagonist is present In an amount between about 0.1 mg/kg 
body weight -10 mg/kg body weight It Is further preferred that the compounds of the 
present Invention In the medicament disclosed herein may be administered In com- 
bination with one or more other compounds, as described In the "combinations" sec- 
tion below. 
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In one preferred embodiment of the present Invention, the individual is a post- 
menopausal, female human being. In another, equally preferred embodiment, said 
individual Is a pnwnenopausal. female human being. In another, equally preferred 
embodiment, said Individual is a mate human belng.The compositions of the inventi- 

5 on can be applied to the skin on an as-needed basis, for example, they can be ap- 
ptied to the skin in the morning and/or in the evening, and/or during the day. It is 
preferred that topical application be once a month to about 7 or 8 times daily, prefe- 
rably from about 7 times a week to about 4 times a day, most preferably about twice 
a day. To maintain the beneficial effects of the medicament, It is preferred that said 

10 contacting is repeatedly performed over an extended period of time, preferably over 
the lifetime of the user, equally preferably for a period from 4 weeks to twenty years, 
more preferably from about 6 months to about five years, resulting In the treatment 
of skin ageing or wrinkling. In another preferred embodiment of the present inventi- 
on, the contacting Is conducted at least once daily. 



In one preferred embodiment of the present invention, said medicament fiirther 
comprises a phamnaceutlcally-acceptable topical canter. 




Prefgrrfiri frnmulations of the < 
20 herejn 

The cosmetic or pharmaceutical compositions according to the invention can be 
formulated In any form acceptable for their use in cosmetics and/or In pharmacy. 
More preferably, the compositions of the present invention are formulated In any 
suitable manner for application to an individual's skin. Preferably, the composition is 
25 in a form appropriate for topical application, more preferably suitable for the applica- 
tion to the face, hands, bust or body, it is preferred that said compositions are for- 
mulated as a lotion, face mask, skin patch, cream, ointment, water-based Bquld, oil- 
based liquid, paste or sprayable liquid. More preferably, said composition is formu- 
lated as a cream or lotion. 



In another preferred embodiment of the present invention, said formulation may 
contain Ingredients such as absorbent particles (e.g. polymer beads or micelles) that 
provide sustained release of the compounds of the present Invention to the skin. In 
another preferred embodiment, the formulations of the compositions of the present 
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Invention are hypo-allergenic, I.e. cause at the most a very low level of allergic reac- 
tions. ' 

Compositions of the present invention can be directly applied, preferably to the skin. 
5 by any appropriate method, such as a spray bottle, a droplet bottle, a moisturized 
cotton ball or pad, suitable applicators such as paddles or strips, or by hands or fin- 
gers. In one preferred embodiment of the Invention, compositions ofrthe present 
invention may also be applied in a skin patch that incorporates cosmetic or pharma- 
ceutical substances therein, such as those disclosed In French Patent Applications 
10 No. 2 51 2 651 and 2 538 247. In another, equally preferred embodiment of the pre- 
sent invention, compositions of the present invention may be applied in a skin 
"mask", preferably in the form of a geb or paste, such as those skin masks dis- 
closed in European Patent Application No. 0 063 875, Austrian Patent No. 206 1 14 
and US5026552. 

15 

Another preferred form for topical delivery of the compounds of the present invention 
is a hot compress comprising a woven or non-woven fibrous wrap impregnated with 
one or more compounds of the present invention. It is preferred that prior to treat- 
ment the impregnated fibrous wrap is Immersed In warm water to at least partially 

20 solubilize the active component and is wrapped around the area to be treated. An- 
other preferred form of topical delivery is film-forming materials loaded with the 
compositions of the present invention. Such film-forming materials are, for example, 
disclosed In U.S. Pat No. 4,623,539, which Is Incorporated herein by reference. 
Said film-forming polymers may Include certain anionic, cationlc and neutral poly- 

25 mers. 

The compositions may also be packaged in the form of an aerosol composition 
containing a propellent agent under pressure. 

30 It is preferred that the compositions of the present invention are combined with a 
cosmetically or pharmaceutical^ or dermatologically acceptable carrier The total 
amount of the carrier preferably ranges from about 10 to about 99.9%, preferably 
from about 50 to about 90%, optimally from about 70 to about 85% by weight of the 
formulation. 



35 
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Cosmetic or dermatoiogical or pharmaceutical acceptable carrier 
-Cosmetic or dermatoiogical or pharmaceutical acceptable carrier", refers to a vehi- 
cle, for either cosmetic, dermatoiogical or pharmaceutical use. which delivers the 
active components to their site of action and will not cause significant harm to the 

5 human or animal recipient Any carrier selected for use In the therapeutic and cos- 
metic compositions should be pharmaceutical^ and/or cosmetically acceptable and 
appropriate for the form m which the composition will be used, e.g., cream, gel, milk, 
on, lotion, face mask, skin patch, ointment water-based liquid, oH-based liquid, 
paste, sprayable liquid and the like. Preferably, the carrier has an affinity for the 

10 skin, and/or is well tolerated and/or stable and/or ft is used In an amount adequate to 
provide the desired consistency and ease of application. 

■ 

The physiologically acceptable carrier In which the compounds according to Ihe in- 
vention can be used, as well as the components thereof, their amount the galenic 

15 form of the composition and Its preparation mode, can be selected by the man of the 
art on the basis of Its general knowledge depending on the type of the desired com- 
position. Those skilled In Ihs art will appreciate that a wide variety of pharmaceuti- 
cally or ccerroceutically-acceptable carriers may be employed according to the pre- 
sent invention. Examples of such carriers are described in U.S. Pat No. 4,877.805 

20 and EPA Pub. No. 0586108A1. 

In one embodiment of the present invention, said carrier may be a simple combina- 
tion of a buffered solution of propylene glycol, and an acrylate gelation agent or any 
of a wide variety of known or commercially available formulations for e.g. creams or 
25 lotions. More than one type of carrier may be used. In a preferred embodiment of 
the present Invention, said carrier has been shown to have beneficial effects for 
wrinkle reduction. Thus, for example, the carrier may be that disclosed according to 
U.S. Pat No. 5,885,598. hereby Incorporated by reference. 

30 For applying onto the skin, the composition can have the form in particular of an 

aqueoys or an oily solution; of a dispersion of the lotion or serum type, of emulsions 
of liquid or semi-Bquid consistency of the milk type obtained through dispersion of a 
fatty phase into an aqueous phase (O/W) or reversely (W/O); of suspensions or 
emulsions of a soft consistency of the cream type or aqueous or anhydrous gel type; 

35 of microcapsules or mlcropartfctes; of vesicular dispersions of the Ionic and/or non 
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Ionic type. When the composition is In an aqueous form, in particular In en aqueous 
dispersion, emulsion or solution, It can comprise an aqueous phase, which may 
comprise water, flower water and/or mineral water. Said aqueous phase can addi- 
tionally comprise alcohols such as C-Ce monoalcohots and/or polyols such as glyc- 

5 era), butyleneglycol, Isoprene glycol, propyteneglycol. polyethyteneglycol. Ointments 
and creams may be formulated with an aqueous or oil base with the addition of suit- 
able thickening or gelling agents. Lotions may be formulated with an aqueous or oily 
base. Powders may be formulated with the aid of any suitable powder base, such as 
talc, lactose, starch and the like. Ointments, pastes, creams and gels of the present 

1 0 Invention may contain exciplents. such as paraffins, starch, tragacanth, cellulose 
derivatives, polyethylene glycols, silicones, talc and zinc oxide. 

Generally, the carrier can be anhydrous or aqueous. It can thus comprise an aque- 
ous phase and/or a fatly phase. Thus, in one preferred embodiment of the present 
15 Invention, the compositions comprise a fatly phase, in particular made of fatty bod- 
ies liquid at 25 °C, such as oils from animal, vegetable, mineral or synthetic origin, 
either volatile or not, fatty bodies solid at 25 °C such as waxes from animal, vegeta- 
ble, mineral or synthetic origin; of pasty fatty bodies; of gums; and the mixtures 
thereof. The volatile oils are generally oils having, at 25 °C, a saturating vapor ten- 
20 slon at least equal to 0.5 millibar {50 Pa). Fatly phase components include, but are 
not restricted to: cyclic volatile silicones having 3 to 8 silicon atoms, preferably 4 to 
6, cyclocopotymers of the dimethylslloxane/methylalkylsBoxane type, linear volatile 
silicones with 2 to 9 silicon atoms, hydrocarbon volatile oils, such as Isoparafflns 
and, more particularly, Isododecane and fluorinated oils. poWCrCaoJalkylslloxanes 
25 and, more particularly, those with trimethylsllyl end groups, amongst which linear 
polydhnethylsiloxanes and alkylmethylpolysiloxanes such as cetyldlmethicone 
(CTFA name), silicones modified by aliphatic and/or aromatic groups, optionally 
fluorinated, or by functional groups such as hydroxyl, thiol and/or amine groups, 
phenylated silicone oils, oils from animal, vegetable or mineral origin, In particular 
30 animal or plants oils made of esters of fatty acids and polyols, In particular liquid 

triglyceride for example sunflower, com, soya, marrow, grape seed, sesame, hazel- 
nut, apricot, almond, or avocado oils; fish oils, glycerol tiicaprocaprylate, or plant or 
animal oils having the formula R1COOR2, where R1 represents the residue of a su- 
perior fatty add having 7 to 19 carbon atoms and R2 represents a branched hydro- 
35 carbon chain having 3 to 20 carbon atoms, for example Purcellln oil; paraffin oil, 
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liquid paraffin, perhydrosqualene, wheatgerm. calopnyllum, sesame, macadamla. 

grape seed, colza, copra, arachis, palm, castor, Jojoba, olive or cereal germ oils; 

fatty acid esters; alcohols; acetylglycertdes; octanoates, decanoates or ricinoleates 

from alcohols or polyalcohols; fatty acid triglycerids; glycerids: fluorinated and per- 
5 fluorinated oils; silicone gums; waxes from anlmal. vegetable, mineral or synthetic 
origin, such as microcrystalline waxes, paraffin, petrolatum, liquid paraffin, ozokerite, 
Montan wax; beewax. lanolin, and the derivatives thereof; Candelilla, Ourlcury and 
Japan waxes, cocobutter, cork fibre or sugar cane waxes; hydrogenated oils solid at 
26 °C, ozokerites, fatty esters and glycerides solid at 25 «C; polyethylene waxes and 
10 waxes obtained through Flscher-Tropsch synthesis; hydrogenated oils solid at 25 
•C; lanolins; tatty esters solid at 25 °C; silicone waxes; fluorinated waxes. 

Other suitable carriers for use with the present Invention Include, but are not limited 
to, water, mineral oil, ethylene glycol, propylene glycol, lanolin, glyceryl stearate, 
15 sorbitan stearate. bopropyl myristate, Isopropyl palmitate, acetone, glycerol, phos- 
phatidylcholine, sodium chelate, or ethanol. 

When present the amount of water in a composition may range anywhere from 
about 1 to about 99%. preferably from about 20 to about 90%. optimally between 
20 about 40 and 70% by weight 

The composition according to the Invention can also comprise at least one co- 
emulsifier. which Includes, but is not restricted to. oxyethylenated sorbitan monoste- 
arate, fatty alcohols such as stearyl alcohol or cetyi alcohol, or esters of fatty acids 
25 and potyols such as glyceryl stearate. 

The compositions may also be combined with a skin penentration enhancer. The 
enhancers, helping to transport the active components through the normal Intact 
skin, Include, but are not limited to, liposomes, mixed lipid micelles, ethosomes. 

30 transfersomes, nlosomes. ethanol, amides, ethers, glycols, hydrocarbon oils, so- 
dium lauryl sulfate, oleic acid, hydroalcohofic solution, and soya phosphatidylcholine 
or their combinations. Other skin penetration enhancers includes use different pH 
values, co-solvents, surfactants, cydodextrins, and Iontophoresis. Said skin pene- 
tration enhancer is preferably In an amount ranging from 0.01 to 30% by weight 

35 based on the total weight of the composition. In one preferred embodiment, said 
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skin penetration enhancer is a natural surfactants or an artificial surfactant such as 
isopropyl myrlstate. 

Suitable solvents which can be used In the Invention include lower alcohols, in par- 
5 ticular, ethanol and isopropanol, and propylene glycol. Suitable hydrophilic gelling 
agents include carboxyvinyl polymers (carbomer), acrylic copolymers such as ac- 
rylate/alkylacryiate copolymers, potyacrylamldes, polysaccharides such as hydroxy- 
propylcellulose. natural gums and clays. Suitabtes lipophilic gelling agents Include 
modified days such as bentones. metal salts of fatty acids such as aluminum ste- 
10 arates, and hydrophobic silica, or alternatively ethylcellulose and polyethylene. 

Stabilization 

It Is preferred that 'the compositions of the present Invention are stabilized, in gen- 
eral, stabilization methodologies and techniques that may be used in accordance 

15 with the present invention Include any and ail methods for the stabilization of chemi- 
cal or biological material known to the art, including without limitation the addition of 
chemical agents, temperature modulation based methodologies; radiation based 
methodologies or combinations thereof. In preferred embodiments, small amounts Of 
stabilizing chemical agents are mixed with the formulation comprising compositions 

20 of the present invention in order to achieve a stable preparation. These chemical 
agents preferably constitute less than approximately 10% (w/w), more preferably 
less than about 5% (w/w) and most preferably toss than about 2.6% (w/w) of the 
formulation. Chemical agents that may be used in accordance with the present In- 
vention include inter alia preservative agents: acids; bases; salts; anti-oxidants; vis- 

25 coslty modifying agents*, emulsifters; gelling agents; and mixtures thereof. 

In accordance with the present invention oxidative reactions may be prevented by 
the addition of arrtl-oxldants to the compounds of me present Invention, for example 
butylated hydroxytoluened (BHT); butylated hydroxyanlsol (BHA); methyl hydroxy- 
30 benzoate, propyl hydroxybenzoate and benzalkonlum chloride, ascorbic add (vita- 
min C), tocopherol, tocopherol acetate, phytic acid, citric acid, pro-vitamin A, and 
mixtures thereof. More preferably, BHA and/or BHT are used. 

The physical stability of the formulation of the compositions of the present Invention 
35 may be further enhanced by the addition of emulsifying agents. Any emulsifying 
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agent may be used. Examples of suitable emulsifying agents Include, but are not 
restricted to. Ariacel. such as Alacel 165; or Gluconate. 

Preservatives and/or antimicrobial actives are also suitable for use in combination 
5 with the compounds of the present invention, such as an antibiotics, antimicrobial 
agents and antimicrobial peptides. Antibiotics that may be used include Inter alia 
dermatologlcally acceptable satis of tetracylin and tetracyclin derivatives, gentamy- 
cln. kanamycln, streptomycin, neomycin, capreomycin, llneomycin, paromomycin, 
tobramycin, erythromycin, triclosan, octopirox, parachlorometa xylenol nystatin, tol- 
10 naflate, miconazole hydrochloride, chlorhexidine gluconate, chlorhexidln hydrochlo- 
ride, methanamlne hippurate, methanamine mandelate, minocycline hydrochloride, 
clindamycin, cloecln, Wactem derivatives such as aminopeniclllln and mixtures 
thereof. Preferred compounds for use with the present invention are chlorhexidfn 
gluconate and tricolosan. Anti microbial agents that may be used In accordance with 
15 the present Invention include for example benzoyl peroxide and salicylic add. Anti- 
microbial peptides useful herein are for example magainin, nlcln and cecrppin. 

Other preservatives suitable for use In combination with the compounds of the pres- 
ent invention include, but are not restricted to, sodium metabisulfite, Glydant Plus, 

20 Phenonip. methylparaben, Germall 1 1 5. Germaben II, phytic acid, sodium lauryl 
sulfate (SLS), methyl hydroxybenzoate, propyl hydroxybenzoate, benzalkonium 
chloride, sodium lauryl ether suMe (SLES), and mixtures thereof. In preferred em- 
bodiments non-formaldehyde donors such as Neolone, Kathon and Euxyl are used, 
alley) esters of para-hydroxybenzolc acid, hydantoin derivatives, propionate salts, 

25 and a variety of quaternary ammonium compounds. Chemists are familiar with ap- 
propriate preservatives and routinely choose them to satisfy the preservative chal- 
lenge test and to provide product stability. Particularly preferred preservatives are 
methyl paraben, Imldazolidinyl urea, sodium dehydraxyacetate, propyl paraben and 
benzyl alcohol. The preservatives should be selected having regard for the use of 

30 toe composition and possible incompatibilities between the preservatives and other 
ingredients In the composition. Preservatives are preferably employed in amounts 
ranging from about 0.01 % to about 2% by weight of toe composition. 



35 



Viscosity modifiers 

Compositions of toe invention can also include viscosity modifiers, preferably In 
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amounts from about 0.01 to about 10% by weight of the composition. Viscosity 
modifiers such as cetyl alcohol, glycerol, polyethylene glycol (PEG), PEG-stearate. 
or Keltrol may also be used to enhance the stability of the formulation. Thickeners 
which may enhance the stability include gelling agents such as cellulose and deriva- 

5 tives. Carbopol and derivatives, carob, carregeenans and derivatives, xanthane 
gum, sclerane gum, long chain alkanolamldes, bentone and derivatives. Kaolin 
USP, Veegum Ultra, Green Clay, Bentontte NFBC. magnesium aluminum silicate 
(Veegum ®). guar gums (such as Jaguar HP-120 ®). xanthan gum, sodium car- 
boxymethyl cellulose, hydroxyalkyl and alky) celluloses, cross-linked acrylio acid 

10 polymers such as those sold by B. F. Goodrich under the Carbopol ® trademark, 
and mixtures thereof. As known to those skilled In the art, the precise amount of 
thickeners can vary depending upon the consistency and thickness of the composi- 
tion which is desired. 

15 Combinations 

in one embodiment of the present Invention, the compositions of the present inven- 
tion may be administered In combination with other compounds, which may have a 
therapeutic, cosmetic or otherwise beneficial effect By "in combination", it Is meant 
that said other compounds may administered before, concurrently with, or after, ad- 

20 ministration of the compositions of the present invention. Said other compounds 

may also be formulated with the ACE Inhibitors and/angiotensin II antagonists of the 
present invention In the cosmetic compositions and/or medical compositions dis- 
closed herein, In which case said other compounds, depending on their nature, may 
for example be Introduced mto the fatty phase, into the aqueous phase and/or into 

25 lipid spherules, of the compositions of the present Invention. The nature and the 
amount of said other compounds can be selected one skilled In the art, based on 
common general knowledge, so as to obtain the desired presentation form for the 
composition. When said other compounds are added to the cosmetic and pharma- 
ceutical compositions of the present invention, one skilled In the art could make sure 

30 to select suitable amounts of said other compounds, so that the advantageous 

properties of the composition according to the Invention are not, or substantially not, 
altered by the contemplated addition. 

Preferred compounds suitable for administration in combination with tine composi- 
35 tions of the present invention comprise, but are not restricted to. hormones, plant 
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and/or herbal extracts, moisturizers or humectants. emollients, fragrances, sun- 
screen actives, anti-wrinkle and/or anti-ageing actives, whitening and/or bleaching 
actives, sunless tanning actives, preservative and/or antimicrobial actives, anti-acne 
actives, anti-psoriasis actives, arrt^eczema actives. anti-inflammatory actives, vita- 
min actives, proteins, peptides, amino acids, amino acid derivatives, Insect repl- 
iants, fungicides, anti-viral agents, anti-cancer agents, anti-hemonrhold compounds, 
anti-dandruff compounds, hair-growth stimulating compounds. hair-loss stimulating 
compounds, nucleic acids, chelating agents, pigments, lipids andtor Inorganic salts. 

In a preferred embodiment of the present invention, the compositions of the present 
• invention are administered in combination with more than one other compounds, 
such as 2. 3. 4. 5. 8. 7. 8. 9. 10, 11, 12. 13. 14, 15. 16. 17. 18. 19. 20, 21. 22. 23. 24. 
25, 26. 27. 28, 29 or 30 other compounds, in another preferred embodiment of the 
present invention, the compositions of the present invention are administered in 
combination with over 30 other compounds, such as 35-40, such as 40-45, such as 
45-50, such as 50-100 other compounds. 



Hormones 

Preferred examples of suitable other compounds comprise hormones, such as oes- 
20 trogenic, progestative or androgenic hormones, including but not restricted to pro- 
gesterone, testosterone, anhydrous oestradiol, broparestrol. oestrone. pregnenolone 
acetate, pregnenolone. 17-B-hydroxyprogesterone, testosterone propionate, andro- 
stenedione and androstanediols. Said hormones may be natural or synthetic. 

25 Plant and herbal extracts 

Equally preferred other compounds suitable for use in combination with the com- 
pounds of the present Invention include, but are not restricted to, plant or herbal 
extracts or chemically synthesised equivalents, such as extracts of Paraguay tea, 
' Kola and Guarana, mate, marama bean, aloe vera; cryocytol; avocado; chamomile; 

30 echinacea; glnko biloba; ginseng; green tea; heather; iojoba; lavender, evening 
primrose oil. Marigold, Almond oil. saffiower oil, jojoba oil, wheat germ oil, Horse- 
chestnut, Cucumber, Ivy, Bladdeiwort, Jodalga extract, lemon grass; licorice; mal* 
tow; oats; peppermint; St. John's wort; willow; wintergreen; wheat wild yam; Ubiqui- 
none Q1 0. Retinoids, Alpha hydroxy acids (AHAs), Antocopherol and marine ex- 

35 tracts, such as seaweed extract 



I 

30/01 '04 13:00 FAX +45 33320384 HftIBBRG_JV7S ■» PATBNT-OG VAREHfi @021 




P826DK00 

19 



Moisturizers and humectants 

Equally preferred compounds suitable for use In combination with the compounds of 
the present invention Include, but are not limited to, one or more moisturizers. As 

5 used herein a "moisturizer" is an Ingredient which promotes the retention of water to 
the surface area of the human body. Including hair and skin. The temn moisturizer as 
used herein Includes both components which deliver water to the skin, also com- 
monly referred to In the art as "humectant", and components which prevent the loss 
of water from the skin, also commonly referred to in the art as "occlusive-. If present 

10 In the compositions of the present invention, said moisturizer will generally comprise 
from about 0.1% (w/v) to about 99% (w/v). more preferably from about 0.5% (w/v) to 
about 50% (w/v), and most preferably from about 1% (w/v) to about 40% (w/v) of the 
final composition. 

15 Although the Ingredients mentioned herein are generally defined as moisturizers 
they may also possess other properties such as emolUency or other conditioning 
properties. Moisturizers suitable for use in combination with the compounds of the 
present Invention include, but are not limited to. polyhydroxy alcohols, including bu- 
tylene glycol, hexylene glycol, propylene glycol, sorbitol and the like; lactic acid and 

20 lactate salts, such as sodium or ammonium sails; Cs and Q, diols and triols including 
hexylene glycol, 1 .4 dlhydroxyhexane. 1 ,2,6-hexane trlol; aloe vera in any of its 
forms, for example aloe vera gel; sugars and starches; sugar and starch derivatives, 
for example alkoxylated glucose; hyaluronic acid; lactamide monoethanoramlne; 
acetamide monoethanolamine; glycolic add; alpha and beta hydroxy acids (e.g. 

25 lactic, glycolic salicylic acid); glycerine; pantheol; urea; vaseline; natural oils; oils 
and waxes (see: the emollients section herein) and mixtures thereof. 

Humectants of toe polyhydric alcohol-type may also be used in combination with the 
compositions of this invention. Possible roles of the humectant may be to aid in In- 
30 creasing the effectiveness of an emollient, reduce scaling, stimulate removal of built- 
up scale and Improve skin feel. Typical polyhydric alcohols include polyalkylene gly- 
cols and more preferably alkylene polyols and their derivatives. Including propylene 
glycol, dlpropylene glycol, polypropylene glycol, polyethylene glycol and derivatives 
thereof, sorbitol, hydroxypropyl sorbitol, hexylene glycol, 1 ,3-butylene glycol, 1 ,2,6- 
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hexanetriol. ethoxylated glycerol, propoxylated glycerol and mixtures thereof . For 
best results the humedant is preferably glycerol. 

For Improved lubricity, there may also be included one or more silicone oils or fluids 
which may be selected from a dimethyl polyslloxane, a methylphenyl polysitoxane 
and an alcohol-soluble silicone glycol copolymer. Preferred sHoxanes include di- 
methyl polysitoxane (CTFA name: dimethlcone). a polysitoxane end-blocked with 
trimethyl units and polydimethylcyclosiloxane, (CTFA name: cydomethlcone). The 
preferred siloxanes exhibit a viscosity from about 2 to 50 centistokes at 25 °C. 



Emollients 

Equally preferred compounds suitable for use in combination with the compounds of 
the present invention include, but are not limited to. one or more emollients. Emol- 
lients may be used, for example, to add or replace lipids and natural oils to the sur- 

15 face area of the human body. The term emollient as used herein Is Intended to in- 
clude conventional lipids (for example, oils, waxes, lipids and other water Insoluble 
components) and polar lipids (lipids which have been modified in order to Increase 
water solubility typically through esterflcation of a lipid to a hydrophytlc moiety for 
example hydroxy groups, carbonyl groups and the like). Preferred emollients suit- 

20 able for use In combination with the compounds of the present invention include, but 
are not limited to. those selected from the group consisting of natural oils and pref- 
erably plant-derived and essential oils, esters, silicone oils, polyunsaturated fatty 
acids (PUFAs), lanollne and its derivatives and petrochemicals. 

25 Natural oils which may be used in combination with the present Invention include, ■ 
but are not restricted to, those obtained from sesame; soybean; apricot kernel; 
palm; peanut; safflowen coconut; olive; cocoa butter; palm kernel; shea butter; sun- 
flower; almond; avocado: borage; camauba; hazel nut; castor; cotton seed; evening 
primrose; orange roughy; rapeseed; rice bran; walnut; wheat genu; peach kernel; 

30 babassu; mango seed; black current seed; jojoba; macademla nut; sea buckthorn; 
sasquana; tsubaki; mallow; meadowfoam seed; coffee; emu; mink; grape seed; this- 
tle; tea tree; pumpkin seed; kukui nut; and mixtures thereof. Esters which may be 
used in combination with the present invention include, but are not restricted to, C B - 
C30 alklyl esters of Co -C30 carboxylic acids; Ci -Ce diol monoesters and dtesters of 

35 Ca-Cso carboxylic acids; C10 -C» alcohol monosorbltan esters, C, 0 -C20 alcohol sor- 
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bitan di- and tri-esters; Cio -C20 alcohol sucrose mono-, dl-. and tri-esters and Cio - 
Cso fatty alcohol asters of C2 -C 2-hydroxy acids and mixtures thereof. Examples of 
these materials Include isopropyl palmltate; Isopropyl myristate; Isopropyl Isononate; 
C« /C M benzoate ester (also known as Finesolve); sorbitan palmltate. sorbltan ote- 
S ate; sucrose palmltate; sucrose oleate: Isostearyl lactate; sorbltan laurate; lauryl 
pyrrolldone carboxyllc acid; panthenyl triacetate; and mixtures thereof. 

Other preferred emoinents Include silicone oils, Including non-volatile and volatile 
silicones. Examples of preferred silicone oils suitable for use m combination with the 

1 0 compounds of the present Invention include, but are not limited to, dlmethlcone; cy- 
domethyeone; dimethycone-copolyol; aminofunctlonal silicones; phenyl modified 
silicones; alkyl modified silicones; dimethyl and diethyl polysiloxane; mixed C, -C30 
alkyl polysiloxane; and mixtures thereof. Equally preferred silicones are described In 
U.S. Pat No. 5,01 1 .681 to Ciotti et al., incorporated by reference herein. Equally 

1 5 preferred emolllants suitable for use in combination with the compounds of the pres- 
ent invention Include, but are not limited to. lanoUne and lanollne derivatives for ex- 
ample lanollne esters. Petrochemicals suitable for use as emoMants In combination 
with the compounds of the present invention Include, but are not limited to, mineral 
oil; petrolatum; Isohexdecane; permethyl 101; Isododecanot; d, -C« Isoparrafin, 

20 also known as I sopar H . 

Waxes suitable for use in combination with the compounds of the present invention 
Include, but are not limited to. animal waxes such as beeswax; plant waxes such as 
camauba wax, candefflla wax, ourlcurry wax, Japan wax or waxes from cork fibres 
25 or sugar cane, mineral waxes, for example paraffin wax, lignite wax. mtorocrystalline 
waxes or ozokerites and synthetic waxes. 

Other emollients suitable for use In combination with the compositions of the present 
invention include, but are not restricted to. hydrocarbon oils and waxes, such as 

30 mineral on, petrolatum, paraffin, ceresln. ozokerite, mlcrocrystalllne wax. polyethyl- 
ene, and perhydrosqualene; triglyceride esters such as vegetable and animal fats 
and oils, such as castor oil, cocoa butter, safflower on, cottonseed oil, com oil, cod 
liver oil, almond oil, avocado oil, sesame oil, squalene, and maleated soybean oil; 
acetoglyceride esters, such as acetyiated monoglycerides; ethoxylated glycerides, 

35 euch as ethoxylated glyceryl monostedrate; alkyl esters of fatty acids having 1 0 to 
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' 22 carbon atoms, such as methyl, isopropyl, and butyl esters of fatty acids, such as 
hexyl laurate, teohexyl laurate. isohexyl palmitate. Isopropyl palmltate. decyl oleate, 
Isodecyt oleate. hexadecyl stearate. decyl stearate. Isopropyl teostearate. dllsopro- 
pyl adipate. dllsohexyl adipate. dlhexyldecyl adipate, dBsopropyl sebacate, lauryl 
g lactate, myrlstyl lactate, and cetyl lactate; alkenyl esters of fatty acids having 10 to 
22 carbon atoms, such as oleyl myristate. oleyl stearate, and oteyl oleate; fatty a«ds 
having 10 to 22 carbon atoms, such as pelargonic. lauric myristlc. pabnltic. stearic, 
isostearic hydroxystearic. oleic. Ilnoleic. riclnolelo. arachldlo. behenlc. and erucc 
acids; fatty alcohols having 1 0 to 22 carbon atoms, such as lauryl. myristyl. cetyl. 
10 hexadecyl. stearyl. isostearyl. hydroxystearyl. oleyl. riclnoleyl. behenyl. erucyl. and 
2-octyl dodecanyl alcohols; fatty alcohol ethers, such as ethoxylated fatty alcohols of 
10 to 22 carbon atoms, such as the lauryl. cetyl. stearyl. isostearyl. oleyl. and cho- 
lesterol alcohols, having attached thereto from 1 to 50 ethylene oxide groups or 1 to 
50 propylene oxide groups; ether-esters such as fatty acid esters of ethoxylated fatty 
15 alcohols; lanolin and derivatives, such as lanolin, lanolin oil, lanolin wax. lanolin al- 
cohols, lanolin fatty acids, isopropyl lanolate. ethoxylated lanolin, ethoxylated lanolin 
alcohols, ethoxylated cholesterol, propoxylated lanolin alcohols, acetylated lanolin 
alcohols, lanolin alcohols linoleate. lanolin alcohols ricinoleate. acetate of lanolin 
alcohols ricinoleate. acetate of ethoxylated alcohols-esters, hydrogenolysis of lano- 
20 lln. ethoxylated hydrogenated lanolin, ethoxylated sorbitol lanolin, and liquid and 
semisolid lanolin absorption bases; polyhydrio alcohol esters such as ethylene gly- 
col mono and dl-fatty acid esters, diethylene glycol mono- and di-fatty acid esters, 
polyethylene glycol (200-6000) mono- and dl-fatty acid esters, propylene glycol 
mono- and dMatty acid esters, polypropylene glycol 2000 mono- oleate. polypropyl- 
25 ene glycol 2000 monostearate. ethoxylated propylene glycol monostearate. glyceryl 
mono- and di-fatty acid esters, polyglycerol poly-fatty esters, ethoxylated glyceryl , 
monostearate, 1,3-butylene glycol monostearate. 1.3-butylene glycol distearate, 
potyoxyethylene polyol fatty acid esters, sorbitan fatty acid esters, and polyoxy- 
ethylene sorbitan fatty acid esters; wax esters such as beeswax, spermaceti, my- 
30 ristyl myristate, stearyl stearate; beeswax derivatives, such as potyoxyethylene sor- 
bitol beeswax; vegetable waxes including camauba and candelilla waxes; phospho- 
lipids such as lecithin and derivatives; sterols, cholesterol and cholesterol fatty acid 
esters; amides such as fatty add amides, ethoxylated fatty acid amides and solid 
fatty acid aikanolamldes. 

35 
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When fonnulated with the compositions of the present Invention, emollients prefera- 
bly range from about 0.5 to about 80% by weight of the total composition. Preferably 
the amounts of these emollients will range from about 1 to about 25%, optimally 



between about 5 and 15% by weight. Equally preferably, said emollients typically 
5 comprise between from about 0.01 % to about 25%. preferably from about 0.05% to 
about 15% and more preferably from about 0.1 % to about 1 0% w/v of the total for- 
mulation. 

It is noted that although the Ingredients mentioned herein are generally defined as 
10 emollients they may also possess other properties such as molsturlzation or other 
advantageous properties. 



Fragrances 

Equally preferred compounds suitable for use In combination with the compounds of 
1 5 the present invention Include, but are not limited to. fragrances, preferably one or 
more fragrances without inherent adverse effects. If comprised in the pharmaceuti- 
cal or cosmetic compositions of the present invention, said fragrance preferably 
comprises between about 0.0001 % (v/v) and about 25% (v/v) of the final composK 
tlon, more preferably between about 0.001% (v/v) and 10% (v/v) and most prefera- 
20 Wy between 0.01 % (v/v) and 5% (v/v) of the final composition. For the purpose of 
the present application the term 'fragrance" is meant to encompass any component 
reacting with the human olfactory sites and imparting a pleasurable odor, essence or 
scent. 

25 Fragrances that may be used in accordance with the present invention include any 
synthetic as well as natural fragrance and mixtures thereof. Typically a multiplicity of 
fragrances are used to achieve the desired effect. Those of skill In the art further 
recognize the terms lop note" (La fragrances having a high vapor pressure), "mid- 
dle note" (i.e. fragrance having a medium vapor pressure) and "base note" (i.e. fra- 

30 grances having a low vapor pressure). Recognizing that categorization within these 
classes may depend to some extent on the fragrance formulator, the fragrances 
used In combination with the present invention may comprise any top note, middle 
note and base note fragrance. 
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A further way of classifying fragrances is in accordance with generally recognized 
scents they produce. Descriptions used by those skilled In the art of fragrances are 
inter alia "rose", -floral", "green", -citrus-, -spicy-, "honey-, "musk", -herbal", "jasmin", 
■lilac". "Oly of the valley", "orange", "peach", "oriental", "watermelon" "chypre" and 

5 "lemon", "woody", "fruity" all of which fragrances thus classified may used In combi- 
nation with the present invention. Preferred fragrances suitable for use in combina- 
tion with the compounds of the present invention include, but are not limited to. lin- 
ear and cyclic alkenes (i.e. terpenes); primary, secondary and tertiary alcohols; 
ethere; esters; ketones; nitrites: and saturated and unsaturated aldehydes; or mbc- 

10 tures thereof. 

Equally preferred fragrances suitable for use In combination wtth the present inven- 
tion include synthetic fragrances, such as one or more of acetanlsole; acetophe- 
none; acetyl cedrene; methyl nonyl acetaldehyde; musk anbrette; heltotropln; crtro- 

1 5 nellol; sandella; methoxycitranelial; hydroxydtraneflal; phenyl ethyl acetate; phen- 
ylelhylisobutarate; gamma methyl ionone; geraniol; anethole; benzatdehyde; benzyl 
acetate; benzyl salicate; linatool; clnnamic alcohol; phenyl acetaldehyde; amy! cin- 
namic aldehyde; caphore; p-tertlalry butyl cyclohexyl acetate; cltral; clnnamyl ace- 
tate; citral diethyl acetat; coumarin; ethylene brasstete; eugenol; 1 -menthol; and va- 

20 nilBn. 

Equally preferred fragrances suitable for use in combination wtth the present inven- 
tion include natural fragrances, such as one or more of lavandin; hefiotropin; san- 
dlewood oil; oak moss; pathouly; ambergris tincture; ambretle seed absolute; an- 
25 gelic root oil; bergamont oil; benzoin Slam resin; buchu leaf oB; cassia oil; cedar- 
wood oB; cassia oil; castoreum; civet absolute; chamomile oil; geranium oH; lemon 
oil; lavender o9 and Ylang Ylang oil.. 

Equally preferred fragrances suitable for use in combination with the present inven- 
30 tion include all the fragrances disclosed in "Perfume and Flavor Chemicals". Vols. I 
and II; Steffen Arctander Allured Pub. Co. (1994) and "Perfumes: Art, Science and 
Technology"; Muller, P. M. and Lamparsky, D.. Blackle Academic and Professional 
(1994) both Incorporated herein by reference. 
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Sunscreen actives 

Equally preferred compounds suitable for use In combination with the present Inven- 
tion include one or more sunscreen active. The term "sunscreen" Is used to denote 
ultraviolet ray-blocking compounds Inhibiting absorption within the wavelength re- 

5 gion between 290 and 420 nm. These compounds may either be organic or Inor- 
ganic. Typical inorganic sunscreens Include titanium dioxide, zinc oxide, iron oxide 
and combinations thereof. Most preferred Is titanium dioxide, especially having an 
average particle stee no higher than 700 nm, preferably no higher than 200 nm, op- 
timally less than 35 nm. Organic sunscreens may be classified Into five groups 

10 based upon their chemical structures: para-amino benzoates; salicylates; cin- 

namates; benzophenones; coumarins; azoles and miscellaneous chemicals includ- 
ing menthyl anthralinate. Also polymeric particles may be useful such as polyethyl- 
ene and polyamldes. If incorporated into the compositions of the present invention, 
said organic sunscreen compounds preferably range in amount from about 0.1 to 

1 5 25%. optimally from about 1 to 15%. most preferably from about 5 to 10% by weight 
A wide variety of sunscreen actives are useful herein. 

The exact amount and type of sunscreen that is used depends on the level of pho- 
toprotection that is desired. Generally, any agent offering protection against ultra- 

20 violet radiation by absorbing, scattering or reflecting the ultraviolet radiation may be 
used herein. The sunscreen agents may offer protection against one or more of the 
following forms of sunlight radiation UVA. UVB. UVC. visible light and Infrared radia- 
tion. Generally the survprotectton factor (SPF) In the final formulation varies between 
2 and 30, although products with SPFs up to 100 may be fbimulated. The sunscreen 

25 used herein may offer chemical or physical photoprotection. UVA and UVB blocking 
agents, such as those disclosed according to the U.S. Pat No. 6,130,254 patent, 
may be included to provide a composition effective at preventing, minimizing or 
avoiding photoagtng. 

30 Equally preferred sunscreens suitable for use in combination with the compounds of 
the present invention include those selected from the group comprising amino ben- 
zoic add and derivatives, such as para-amino benzoic acid (PABA), glyceryl-PABA 
(Usadimate), Padhnate O, Roxadimate; anthrinalates, Including methylanthrynllate; 
benzophenones, including dloxybenzone, oxybenzone and sutlsobenzone, 3- 

35 benzophenone (Uvinul M40) 4-N.N-dlmethylaminobenzolc add ester with 2,4- 
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dihydroxybenzophenone; camphor derivatives Including 3-(4-me1hyibenzylidene) 
camphor, 3-banzylldene camphor; dnnamates including DEArp-methoxydnnamate, 
ethyl-hexyl p-methoxy cinnamate, octociylene, octyl methoxy clnnamate (Parasol 
MCX); dibenzoyl methanes including butylmethoxydibenzoylnietnane (Parsol 1789), 
5 salicylates Including, homomenthyl salicylate, octyl salicylate, trolamlne methyl sali- 
cylate; metal oxides including titanium dioxide, zinc oxide and iron oxide; 2- 
phenylbenzlmidazole-5-sulfonic acid; 4.4-methoxy-t-butyIdibenzoylmethane; and 

mixtures thereof. 

10 Further non-llmitlng examples of sunscreens useful In combination with the present 
Invention are described in U.S. Pat No. 5,087.445 to Haffey et al., U.S. Pat. No. 
5,073,372 to Turner et al. and U.S. Pat. No. 5,160,731 to Sabatelli et al. all of which 
are incorporated herein by reference in their entirety. 

1 5 Anti-wrinkte and anti-ageing actives 

Equally preferred compounds suitable for use In combination with the present Inven- 
tion Include antl-wrlnkle and anti-aging actives. These agents Include without limita- 
tion hydroxy acids including Ca -C» alpha-hydroxy adds such as glycolic acid, lactic 
acid, 2-hydroxy butanoic acid, malic add. citric add tartaric add. decorin-synthesls 
20 . enhancers, retinoids which indude retlnd and Its esters, retinal, rednolo acid and Its 
derivatives, retinoids, and in particular those described In documents FR 2,570.377, 
EP 0 199 636, EP 0 325 540 and EP 0 402 072, .alpha.-hydroxy adds such as gly- 
colic lactic, malic, citric, tartaric or mandelic add), .beta.-hydix>xy adds such as sali- 
cylic acid and its derivatives, in particular its alkyl derivatives, .alpha.-keto acids, 
25 .beta-keto adds, peroxides such as benzoyl peroxide, vitamins. In particular vita- 
mins E and F. anti-free-radical active agents such as superoxide dismutase. sele- 
nium, zinc, beta-carotenes, tensioning polymers of natural or synthetic origin, colla- 
gen-synthesis enhancere. matrix metalloproteinases (MMP) Inhibitors, antioxidants, 
collagen modulators, alpha-hydroxyethanolc add, hydroxycapTyllc add and the like; 
30 alpha-hydroxycarboxylic adds or salts thereof, beta-hydroxycarboxyl'tc add or salts 
thereof, ceramldes. polyhydroxy adds Including gluoonolactone (G4), gamma- 
linolenic acid, fruit adds, sugar cane extract and glycomer in cross-Inked alpha nu- 
trium; skin peel agents such as phenol, phytic add and acetic add. 
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Whitening and/or bleaching actives 

Equally preferred compounds suitable for use In combination with the compounds o 
the present invention include whitening and/or bleaching actives, which include hy- 
droquinone and derivatives, kojic acid, lactic acid, niacinamide, ascorbyl acid and 
5 derivatives such as magnesium ascorbyl phosphate, arbufin, and licorice root If 
Incorporated directly Into the cosmetic or pharmaceutical compositions of the pres- 
ent invention, said whitening or bleaching active is preferably present in an amount 
ranging from 0.001 to 10% by weight 



1 o Sunless tanning actives 

Equally preferred compounds suitable for use in combination with the compounds of 
the present invention Include sunless tanning actives, such as dihydroxyacetone 
(DHA); glyceryl aldehyde; tyrosine and tyrosine derivatives such as malyltyrosme. 
tyrosine glucoslnate, and ethyl tyrosine: phospho-DOPA. Indoles and derivatives; 

1 5 and mixtures thereof, possibly in combination with amines and/or amino acids. If 
incorporated directly into the cosmetic or pharmaceutical compositions of the pres- 
ent invention, said sunless tanning active is preferably present in an amount ranging 
from 1 % to 30% by weight 



20 Anti-acne actives 

Equally preferred compounds suitable for use in combination with the compounds of 
the present invention Include one or more anti-acne actives, including, but not re- 
stricted to, keratolytic agents Including lactic acid, pyruvic acid, salicylic acids, urea 
and N-acetylcysteine; retinoids, and retinoid analogs such as tretinoin, cis and trans 

25 retinolc acid, retinol and retinol palmitate, lsotretinoIn-13-cis-retinoio add; antibiotics 
and antimicrobial agents such as tetracycline, erythromycin, minocycline, clindamy- 
cin, trimethoprim-sulphamethazole and antl-microblal peptides (nicin. for example); 
steroids, such as hydrocortisone; gamma-linolenlc add and mixtures thereof. Fur- 
ther anti-acne actives that may be used include without limitation benzoyl peroxide; 

30 salicylic acid, alpha and beta hydroxy acids; sulfecteamlde and sulfur and deriva- 
tives and mixtures thereof. Preferably used herein are salicylic acid, benzoyl perox- 
ide and retinoids. If Incorporated dlrectty Into the cosmetic or pharmaceutical com- 
positions of the present invention, said anti-acne active is preferably present in an 
amount ranging 0.1 to 30% by weight of the composition. 



35 
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Antl-psorlasis actives 

Equally preferred compounds suitable for use In combination with the compounds of 
the present Invention include one or more anti-psoriasis actives, including but not 
restricted to salicylic acid; mometasone furoate; steroids Including corticosteroids 

5 such as cortisone and oluxclobetasot propionate; 5-fluorouradl; epinephrine; anthra- 
lin; vitamin D3 analogs, such as calclpotriene; methotrexate; masprocol; tri- 
methaxate gluconate; retinoids; cyclosporin; paclitaxel; 5-amino tevulinlcacld; ber- 
gasol; tin-ethyl etio pinpurin; benzoporphyrln derivatives; antibodies, such as ABX- 
IL8 antibody, CD1 1a monoclonal antibody and ICM3 monoclonal antibody; enzyme 

1 0 inhibitors, including tryptase inhibitor and phospholipase A-2 Inhibitors; anglogenesis 
blocking agents; T-cell blocking agents and mixtures thereof. 

Anti-eczema actfves 

Equally preferred compounds suitable for use in combination with the compounds of 
1 5 the present Invention Include one or more of anti-eczema actives Including, but not 
restricted to, urea, evening primrose oil, plant extracts, hydrocortisone, an immuno- 
modulator, tar and/or fatty acids obtained from banana. 

Anesthetic actives 

20 Equally preferred compounds suitable for use in combination with the compounds of 
the present Invention Include, but are not restricted to, one or more anesthetic ac- 
tives, such as tetracaine, lidocaine, editocaine, buplvacaine or pramoxine. 

Anti-inflammatory actives 

25 Equally preferred compounds suitable for use In combination with the compounds of 
the present invention include one or more antl-infiammatory actives, such as steroi- 
dal actives such as hydrocortisone, or non-steroidal actives including propionic de- 
rivatives, acetic add derivatives, biphenylcarboxylic acid derivatives, fenamic acid 
derivatives, and oxicams; or acetominaphen, oxaprozln, pranoprofen, benoxaprofen, 

30 bucloxic acid or elocon. 

m 

Vitamin actives 

Equally preferred compounds suitable for use in combination with the compounds of 
the present Invention include one or more of vitamin actives, Including but not ra- 
35 strlcted to vitamin A and derivatives, including retlnoic add, retfnyl aldehyde, refin A, 
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retinyl palmitate, adapalene. and beta-carotene; vitamin B (panthenol. provitamin 
B5. panthenic acid, vitamin B complex factor); vitamin C (ascorbic add and salts 
thereof) and derivatives such as ascoibyl palmitate; vitamin D Including calclpotrlene 
(a vitamin D3 analog) vitamin E including Its Individual constituents alpha-, beta-. 
5 gamma-, delta-tocopherol and cotrienols and mixtures thereof and vitamin E deriva- 
tives Including vitamin E palmitate. vitamin E linolate and vitamin E acetate; vitamin 
K and derivatives; vitamin Q (ubiquinone) and mixtures thereof. 

« 

Proteins and peptides 

1 o Equally preferred compounds suitable for use In combination with the compounds of 
the present invention Include one or more protein or peptide. Proteins and/or pep- 
tides may be formulated In any desired manner for combination with the compounds 
of the present invention, however in one preferred embodiment, said proteins and/or 
peptides are recombinant. Proteins and/or peptides which may be used in comblna- 
15 tion with the compounds of the present Invention include, but are not restricted to. 
enzymes such as proteases (e.g. bromelain, papain, coilagenase. elastase). Upases 
(e.g. phosphollpase C). esterases, glucosldases, exfoliating enzymes; antibodies 
and antibody derived actives, such monoclonal antibodies, polyclonal antibodies, 
single chain antibodies and the like; reductases; oxidases; peptide hormones; natu- 
20 ral structural skin proteins, such as elastin, collagen, reticulln and the like; growth 
factors such as platelet derived growth factor (PDGF) and epidermis derived growth 
factor (EGF); antioxidants such as superoxide dfemutase. catalase and glutathione; 
free-radical scavenging proteins; DNA-repalr enzymes, for example T4 endonude- 
ase 5 and P53; antimicrobial peptides, such as magaintn and cecropln; a milk pro- 
25 teln; a silk protein or peptide; and any active fragments or derivatives of the above- 
mentioned proteins and peptides. 

* 

Other preferred compounds 

Equally preferred compounds suitable for use In combination with the compounds of 
30 the present Invention Include one or more of. an amino acid and amino acid derivar 
tive; an insect repellant; a fungicide (such as ketoconazole); an anti-viral agent 
(such as acyclovir); an anti-cancer agent; an anti-hemormold compound; an anti- 
dandruff compound; a hair-growth stimulating compound; a hair loss stimulating 
compound; a nucleic acid (which may be natural or non-natural); an anti-wart agent 
35 (such as podophyllotoxin); chelating agents (capable of binding metal Ions) such as 



30/01 '04 13:12 FAX +45 33320384 



HOI BERG A/S 



* PATENT-OG VAREUA @032 q/Q 



P 826 DKOO 



10 



15 



20 



25 



30 



tartaric acid. EDTA, citric acid, alkali metal citrates, pyrophosphate salts or anionic 
polymeric polycarboxylates; pigments, which may be white or coloured, inorganic or 
organic and/or paerlescent 

Preferred pigments comprise, but are not restricted to, titanium dioxide, zinc oxide, 
zirconium dioxide, black, yellow, red and brown Iron oxides, cerium dioxide, chro- 
mium oxide, ferric blue, carbon black, barium, strontium, calcium and aluminum 
lakes and mica coated with titanium oxide or with bismuth oxide. 



Inorganic salts that may be used in combination with the compounds of the present 
invention include without limitation aluminum zirconium chloride; aluminum chloro- 
hydroxlde; zinc oxide; talc; borax; alum; ammonium acetate. These salts are par- 
ticularly useful in preparing antlpersplrants and deodorants. 

Otner therapeutic or cosmetic methods 

It is further envisaged that the compositions of the present invention may be admin- 
istered in combination with other therapeutic or cosmetic methods, such as systemic 
therapies, such as oral administration of retinoids or vitamin C. Compositions of the 
present invention may also be administered in combination with chemical peels, for 
example using AHAs and BHAs or Trichloroacetic Acid (TCA). or exfollants such as 
naturally occuring fruit acids, or mechanical facial scrubs. Equally preferably, the 
compositions of the present Invention may be administered In combination with sur- 
gical procedures such as a face-lift, cosmetic facial remodelling or non-cosmetic 
fecial remodelling. Equally preferably, compositions of the present invention may be 
administered in combination with injections of wrinkle-redudng/antl-ageing com- 
pounds such as hyaluronic acid, botox or collagen. 



/ 
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Examples 



irpBlg 1 - Prep^mn of a sui t *"* base (OW) for use with fro ACE 
hlhltars and/or anQtotensjD 11 recept™ ^ntennntets of the present jnvepgon 
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Ingredients 

Component 
1. 

Emulgade® SE 

Glyceryl Stearate (and) Ceteareth-20 
(and) Ceteareth-12 (and) Ceteafyl 
Alcohol (and) Cetyl Palmitate 

Cutlna® MO 
Glyceryl Stearate 

Lanette® O 

Cetearyl Alcohol 

BaysBon M 350 (Bayer) 
Dimethicone 

Cetiol® PGL 

Hexyldecanol (and) Hexyldecyl Laurate 
Myritol® 312 

Caprylic/Capric Triglyceride 

Cetiol® OE 
Dlcaprylyl Ether 



% 



4,0 



1,0 



1,0 



0,5 



7,0 



3,0 



4,0 



Function 

O/W cream base 
SE 



Consistency 
giving factor 



Consistency 
giving factor 



Defoamer 



Emollient 



Emollient 



Emollient 



35 
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Cophero® 1250 
Tocopheryl Acetate 



32 



0,5 



active Ingredient 



5 II. 

D-Panthenol (BASF) 
Glycerin 86% 



10 



Aqua 



1,0 



5,0 



71,5 



active ingredient 



Moisturiser 



15 



111. 

Carbopol 980 (Goodrich) 
Carbomer 



0.2 



Stabiliser 



20 



Cetiol® PGL 

Hexyldecanol (and) Hexyidecyl Laurate 



1,0 



Emollient 



25 



30 



IV. 

KOH, 20 % 
Perfume/preservative 

Viscosity Brookfield, mPas 
RVF, 23 °C, SpindeVspindle TE, 
4 UpM/rpm. Helipath 



0,3 



n.B./q.s. 



100.000 



Neutraliser 



35 



Preparation 

1. Melt the components listed under I at 80 - B5'C and stir untli a homogeneous 
mixture results. 
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2. Heat the components listed under II to 80 - 85°C and add to phase 1 with 
stirring/homogenizing. Add phase 111 (Carbopol mixed with oil) into the hot emulsion 
and homogenise immediately by means of a suitable dispersion unit (Ultra Turrax). 
Allow the emulsion to cool with stirring in such a way that tt remains In continual 
5 motion. Avoid the incorporation of air. Add the single components listed under IV at 
40 °C. Allow to cool to 30° C. 

« 

( All pitxlucts in the text marked with an ® are trademarks of the Cognis group.) 
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Claims 

1 . A cosmetic composition comprising at least one ACE Inhibitor and/or angio- 
tensin II receptor antagonist, or a cosmeceutically acceptable salt thereof. 

5 

2. The composition according to the preceding claim, wherein said ACE Inhibi- 
tor and/or angiotensin II receptor antagonist is selected from Alacepril, Dela- 
pril Benazepril, Cllazapril ,Captopril, Enlapril, Fosinopril, lisinopril,' Moexipril, 
Perlndopril, Ramlpril, Quinapril, Trandolapril, Imidapril, Isradipin, perindopril, 

1 0 spirapril, temocaprll, Enalapril, losartan (Cozaar), valsartan (Diovan), ir- 

besartan (Avapro), candesartan (Atecand), telmisartan (Mlcardis), eprosar- 
tan, tasosartan, zoiarsartan, ZofenaprB, Isradipin and Candesartancilexetil, 
or a cosmeceutically acceptable salt thereof. 

15 3. The composition according to any of the preceding claims, wherein said ACE 

Inhibitor and/or angiotensin II receptor antagonist Is selected from Alacepril, 
Delapril , Cilazapri! .Benazepril, Captopril, Enlapril. Fosinopril, Lisinopril, Mo- 
exipril, Perindopril, Ramipril, Quinapril, Trandolapril, ImWapril, Isradipin, per- 
indopril, spirapril, temocapril, Enalapril, Zofenapril, or a cosmeceutically ao- - 

20 ceptable salt thereof. 

4. The composition according to any of the preceding claims, wherein said ACE 
inhibitor or angiotensin II receptor antagonist is selected from losartan (Co- 
zaar), valsartan (Diovan), irbesartan (Avapro), candesartan (Atacand), tel- 

25 misartan (Micardis), eprosartan, tasosartan, zolarsartan, Isradipin, Cande- 

sartancllexetil and/or olmesartan medoxomil, or a cosmeceutically accept- 
able salt thereof. 

5. The composition according to any of the preceding claims, wherein said ACE 
30 Inhibitor Is ramlpril, or a cosmeceutically acceptable salt thereof. 

6. The composition according to any of the preceding claims, wherein said 
composition comprises more than one ACE Inhibitor or angiotensin II recep- 
tor antagonist. 

35 
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7. The composition according to any of the preceding claims, wherein said ACE 
inhibitor or angiotensin 11 receptor antagonist is present in an amount be- 
tween about 0.01-100 mg/kg. 

5 8. The composition according to any of the preceding claims, wherein said ACE 

inhibitor or angiotensin II receptor antagonist is present in an amount be- 
tween about 0.1-10 mg/kg. 

g. The composition according to any of the preceding claims, further comprising 
10 a cosmeceutlcally-acceptable topical carrier. 

10. The composition according to any of toe preceding claims, further comprising 
one or more of a hormone, plant and/or herbal extracts, moisturizers or hu- 
mectants. emollients, fragrances, sunscreen actives, anti-wrinkle and/or anti- 

1 5 ageing actives, whitening and/or bleaching actives, sunless tanning actives, 

preservative and/or antimicrobial actives, anti-acne actives, anti-psoriasis 
actives, anti-eczema actives, antiinflammatory actives, vitamin actives, pro- 
teins, peptides, amino acids, amino alcd derivatives, insect repellants, fungi- 
cides, anti-viral agents, anti-cancer agents, anti-hemormoid compounds. 

20 anti-dandruff compounds, hair-growth stimulating compounds, hair-toss 

stimulating compounds, nucleic acids, chelating agents, pigments, lipids 
and/or inorganic salts. 

1 1 . The compositions according to any of the preceding claims, further compris- 
25 ing one or more of a hydroxy acid, lactic acid, 2-hydroxy butanolc acid, malic 

add, citric acid tartaric acid, decorirvsyn thesis enhancers, retinoids which in- 
clude retinol and its esters, retinal, retinoic acid and its derivatives, retinoids, 
an alpha-hydroxy add, a beta-hydroxy add, an alpha-keto adds, a beta-keto 
add, a peroxide, a vitamin, an anti-free-radical active agents, selenium, zinc, 
30 a beta-carotene, tensioning polymers of natural or synthetic origin, collagen- 

synthesis enhancers, a matrix metalloproteinase inhibitor, an antioxidant, a 
collagen modulator, an alpha-hydroxyethaholc add, a hydroxycapryiic add; 
an alpha-hydraxycaiboxylic acid, beta-hydroxycarboxylic add, a ceramlde, a 
polyhydroxy acid, gamma-lindenic acid, a froit add, sugar cane extract, a 
35 skin peel agent, or a cosmeceutically-acceptable salt thereof. 
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12. The composition according to any of the preceding claims, wherein said 
composition is formulated as one or more of: a day and/or night and/or hy- 
dratlng care composition for the face or the body; an anti-wrinkle or anti- 

5 ageing composition; a make-up removing composition; a body milk, a sun 

protective, artificial sun tanning (self-tanning) or after-sun care composition; 
and/or a face, skin, body or lip makeup product; 

13. The composition according to any of the preceding claims, wherein said 
10 composition is formulated in any suitable manner for application to an Indi- 
vidual's skin* 

1 4. The composition according to any of the preceding claims, wherein said 
composition Is formulated as a lotion, cream, face mask, powder, cosmetic 

15 patch, ointment, paste, water-based liquid, oil-based liquid or sprayable liq- 

uid. 

15. The composition according to any of the preceding claims, wherein said 
composition is formulated as a cream or lotion. 



20 



16. A cosmetic method for improving and/or maintaining the skin tone of an indi- 
vidual, said method comprising contacting the skin of said individual with the 
composition described in any of the preceding claims 



25 17. The cosmetic method according to claim 1 6, wherein said method for im- 

provement and/or maintenance of skin tone comprises prevention or reduc- 
tion of skin ageing and/or wrinkling 

18. The method according to any of claims 16-17 wherein said contacting is 
30 conducted at least once daily. 

19. The method according to any of the claims 16-18 wherein said method fur- 
ther comprises contacting the skin with one or more hormones, plant and/or 
herbal extracts, moisturizers or humectants, emollients, fragrances, sun- 
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screen actives, anti-wrinkle and/or anti-ageing actives, whitening and/or 
bleaching actives, suntess tanning actives, preservative and/or antimicrobial 
actives, antl-acne actives, anti-psoriasis actives, anti-eczema actives, anti- 
inflammatory actives, vitamin actives, proteins, peptides, amino acids, 
5 amino aicd derivatives, insect repliants, fungicides, anti-viral agents, anti- 

cancer agents, anti-hemontioid compounds, anti-dandruff compounds, hair- 
growth stimulating compounds, halr-loss stimulating compounds, nucleic 
acids, chelating agents, pigments, lipids and/or inorganic salts. 

10 20. The method according to any of claims 16-19 wherein said individual is a 

post-menopausal, female human being. 

21. The method according to any of claims 16-19 wherein said individual is a 
premenopausal, female human being. 

22. The method according to any of claims 16-19 wherein said individual is a 
male human being. 

23. The method according to any of claims 16-22 which comprises repeatedly 
performing said contacting over an extended period of time. 

24. Use of an ACE Inhibitor and/or angiotensin II receptor antagonist for the 
preparation of a medicament for the treatment of skin ageing or wrinkling. 

25. The use according to claim 24, wherein said skin ageing or wrinkling is con- 
sidered premature as compared to normal skin ageing and wrinkling. 

■ 

26. The use according to daim 25 wherein said skin ageing or wrinkling is 
caused by, or associated with, diabetes mellitus. 

30 

27. The use according to claims 25 wherein said skin ageing or wrinkling Is 
caused by, or associated with, smoking or smoke exposure on sWn 

28. The use according to claim 25, wherein said skin ageing or wrinkling is 
35 caused by skin photo-ageing processes. 



15 



20 



V 
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29. The use according to claim 25, wherein said skin ageing or wrinkling is 
caused by, or associated with, radiation therapy. 

30. The use according to claim 25, wherein said skin ageing or wrinkfing is 
caused by, or associated with, syndrome X 



31. The use according to claim 25, wherein said skin ageing or wrinkling is 
caused by, or associated with, Hutchinson-Gilford progeria. 

10 

32. The use according to claim 25, wherein said skin ageing or wrinkling is 
caused by, or associated with, Werners syndrome 

33. The use according to claim 25, wherein said skin ageing or wrinkling is 

» 

1 5 caused by, or associated with, Wndler syndrome. 

34. The use according to claim 25, wherein said skin ageing or wrinkling is 
caused by, or associated with, corticoid hormone hypersecretion, a vitamin 
deficiency, administration of glucocorticoids and/or vitamin D and/or deriva- 

20 tives thereof. 

35. The use according to any of claims 24-34, wherein the medicament com- 
prises an ACE inhibitor or angiotensin II receptor antagonist or a pharma- 
ceutically acceptable salt thereof. 

25 

36. The use according to any claims 24-35 wherein the ACE Inhibitor, angioten- 
sin H receptor antagonist Is selected from Aiacepril, Delapril Benazepri, 
Cilazaprfl .Captopril, Enlapril, Fosinopril, Lisinoprii, Moexipril, Perindopril, 
Ramipril, Quinapril, Trandolaprll, Imidapril, Isradipin, perindopril, spirapril, 

30 temocapril, Enatapril, losartan (Cozaar), valsartan (Dlovan), irbesartan 

(Avapro), candesartan (Atacand), telmisartan (IVHcardis), eprosartan, taso- 
sartan, zolarsartan, Zofenaprll, Isradipin and Candesartancilexetil, or a 
pharmaceutically acceptable salt thereof. 
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37, The use according to any claims 24-35 wherein the ACE Inhibitor or angio- 
tensin II receptor antagonfst Is selected from Alacepril, Delapril , Cilazaprll 
.Benazepril, CaptoprU, Entaprll, Fosinopril, Llsinopril, Moexipril, Perlndopril, 
Ramipril, Quinapril, Trandolapril, imWapril, Isradipin, perindoprB, spirapril, 

5 temocaprll, Enalapril or Zofenapril, or a pharmaceutical^ acceptable salt 

thereof. 

38. The use acconllng to any of claims 24-35 wherein the ACE inhibitor, angio- 
tensin II receptor antagonist is selected from losartan (Cozaar), valsartan 

1 0 (Diovan), irbesartan (Avapro), candesartan (Atacand), telmisartan (Micardis), 

eprosartan, tasosartan, zolarsartan, Isradipin, Candesartancitexetil and/or 
oimesartan medoxomll, or a pharmaceutlcally acceptable salt thereof. 



39. The use according to any of claims 24-35 wherein the ACE inhibitor or an- 

1 5 giotensln II receptor antagonist Is Ramipril or a pharmaceutical acceptable 

salt thereof. 

40. The use according to any of claims 24-39, wherein the medicament is in a 
formulation for topical administration to the skin 

20 

41 . The use according to any of claims 24-40 wherein the ACE InWbi- 
tor/angiotensin II receptor antagonist is formulated as a lotion, powder, 
cream, ointment, water-based liquid, paste, oil-based Bquld, face mask, skin 
patch or sprayable liquid. 

25 

42. The use according to any of claims 24-41 in combination with one or more of 
a hormones, a plant and/or herbal extracts, a moisturizers or humectants, an 
emollients, a fragrances, a sunscreen actives, an anti-wrinkle and/or anti- 
ageing actives, a whitening and/or bleaching actives, a sunless tanning ao- 

30 tives, a preservative and/or antimicrobial actives, an anti-acne actives, an 

anti-psoriasis actives, an anti-eczema actives, an anti-Inflammatory actives, 
a vitamin active, a protein, a peptide, an amino acid, an amino alcd deriva- 
tive, an insect repellants, a fungicide, an anti-viral agent an anti-cancer 
agent, an antihemorrhoid oompound, an anti-dandruff compound, a hair- 
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15 



growth stimulating compound, a hair-loss stimulating compound, a nucleic 
acid, a chelating agents, a pigment, a lipid and/or an inorganic salts. 



43. The use according to any of claims 24-42, wherein the medicament is ad- 
ministered at least once dally 

■ 

44. The use according to any of claims 24-43, wherein the medicament is ad- 
ministered at least two times daily. 



45. The use according to any of claims 24-44, wherein the medicament Is ad- 
ministered in a concentration equivalent of from 0.01 to 100 mg per kg. 



46. The use according to any of claims 24-45, wherein the medicament is ad- 
ministered in a concentration equivalent of from 0.1 to 10 mg per kg. 



47. Use of an ACE Inhibitor and/or angiotensin II receptor antagonist for the 
20 preparation of a cosmetic composition. 

48. The use according to the damn 47, wherein said composition is for Improve- 
ment and/or maintenance of skin tone. 

25 49. The use according to any of claims 47-48, wherein said improvement aid/or 

maintenance of skin tone comprises prevention or reduction of skin ageing 
and/or wrinkling. 

50. The use according to any of claims 47-49, Wherein said ACE inhibitor and/or 
30 angiotensin ll receptor antagonist is selected from Alacepril, Delaprfl 

Benazepril, Cilazapril. Captopril, Enlapril, Fosinopril, Uslnopril, Moexipril, 
Perindopril, Ramipril, Quinapril, Trandolapril, Imidapril, Isradlpin, perindopril, 
splrapril, temocapril, Enalapril, losartan (Cozaar), valsartan (Dlovan), ir- 
besartan (Avapro), candesartan (Atacand), telmlsartan (Micardls), eprosar- 
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tan, tasosartan, zolarsartan, Zofenapril, Isradipin and Candesartancilexetil, 
or a cosmeceutically acceptable salt thereof. 

51 . The use according to any of claims 47-50, wherein said ACE inhibitor and/or 
5 angiotensin II receptor antagonist Is selected from AlaceprB, Delaprll , 

Cilazaprfl, Benazepril, Captopril, Enlaprll, Foslnoprfl, Lislnopril, Moexipril. 
Perindopril, Ramlpril, Quinapril, Trandolapril, ImkSapril, Isradipin, perindopril, 
spirapril, temocapril, Enalapril or Zofenapril. or a cosmeceutically acceptable 
salt thereof. 

10 

52. The use according to any of claims 47-51 , wherein said ACE inhibitor or an- 
giotensin II receptor antagonist is selected from losartan (Cozaar), valsartan 
(Dlovan), Irbesartan (Avapro), candesartan (Atacand), telmlsartan (Micardis), 
eprosartan, tasosartan, zolarsartan, Isradipin, Candesartandtexetil and/or 

1 5 oimesartan medoxomli, or a cosmeceutically acceptable salt thereof. 

53. The use accoitiing to any of claims 47-52, wherein said ACE Inhibitor Is 
ramlprilat or a cosmeceutically acceptable salt thereof, 

20 54. The use according to any of claims 47-53, wherein said composition com- 

prises more than one ACE inhibitor or angiotensin II receptor antagonist or a 
cosmeceutically acceptable salt thereof. 

55. The use according to any of claims 47-54, wherein said ACE inhibitor or aiv 
25 glotensin II receptor antagonist Is present In an amount between about 0.01 

to 100 mg per kg body weight. 

56. The use according to any of claims 47-55, wherein said ACE inhibitor or an- 
giotensin II receptor antagonist is present In an amount between about 0.1 to 

30 1 0 mg per kg body weight 

♦ 

57. The use according to any of claims 47-58, wherein said cosmetic composi- 
tion further comprises a cosmeceuflcally-acceptable topical carrier. 



30/0 V '04 13:14 FAX +45 33320384 H0IBERG A/S * PATENT-OG VARBfiW IS 044 q,Q 

P826DKD0 

42 

58. The use according to any of claims 47-57, wherein said cosmetic composi- 
tion further comprises one or more hormones, plant and/or herbal extracts, 
moisturizers or humectants, emollients, fragrances, sunscreen actives, antl- 
wrinkle and/or anti-ageing actives, whitening and/or bleaching actives, sun- 

5 less tanning actives, preservative and/or antimicrobial actives, anti-acne ac- 

tives, anti-psoriasis actives, anti-eczema actives, anti-Inflammatory actives, 
vitamin actives, proteins, peptides, amino acids, amino aicd derivatives, In- 
sect repellants, fungicides, anfl-viral agents, anti-cancer agents, anti- 
hemorrhoid compounds, anti-dandruff compounds, hair-growth stimulating 

1 0 compounds, hair-loss stimulating compounds, nucleic acids, chelating 

agents, pigments, lipids and/or inorganic salts. 

59. The use according to any of claims 47-58, wherein said cosmetic composi- 
tion is formulated In any suitable manner for application to an individual's 

1 5 skin. 

60. The use according to any of claims 47-59, wherein said cosmetic composi- 
tion Is formulated as a lotion, cream, ointment, water-based liquid, paste, 
face mask, cosmetic patch, powder, oil-based liquid or sprayabie liquid. 

20 



< 



